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DETAILED ACTION 

Election/Restrictions 

1. Applicant's election of Group III, claims 47-50 in the reply filed on 04/03/2006 is 
acknowledged. Because applicant did not distinctly and specifically point out the 
supposed errors in the restriction requirement, the election has been treated as an 
election without traverse (MPEP 818.03(a)). 

2. Claims 1-46 and 51-75 have been cancelled. 

3. Claims 47-50 are under examination. 

Priority 

4. The instant application claims priority to U.S. Application # 08/286,084, filed 
August 3, 1994. However, the U.S. Application # 08/286,084 does not contain the 
subject matter as claimed in the instant claims, for example "rVab" or "rVab-Pep". 
Hence, the instant application is given the priority of U.S. Patent 6010861, which was 
field on 06/07/1995. Appropriate correction is required. 

The applicant is further requested to correct the priority information in the first line 
of the specification. 

Claim Rejections - 35 USC §112 

5. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 
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6. Claims 47-50 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claims 47 and 48 are vague and indefinite in the recitation of "rVab" as the sole 
means of identifying the expressed gene referred to in claims 47 and 48. The use of 
laboratory designations to identify a particular molecule renders the claims indefinite 
because different laboratories may use the same laboratory designations to define 
completely distinct molecules. Amending the claims to specifically and uniquely identify 
rVab, for example, by SEQ ID NO can obviate this rejection. 

Claim 47 is further vague and indefinite for reciting "a reporter of binding of a 
ligand to a determinant of a pharmacological target" because the exact meaning of the 
phrase unclear. It is confusing as to what the invention is intended to be. What does 
the "reporter of a binding ligand to a determinant of a target mean"? Does the applicant 
mean that the reporter is necessary for the ligand to be expressed? As written, it is 
impossible for one skilled in the art to determine the metes and bounds of the claims. 
Accordingly, the claims are indefinite for failing to particularly point out and distinctly 
claim the subject matter which applicant regards as the invention. 

Further, the claim is indefinite for reciting "at least two determinants". The claim 
is confusing because it is not clear as to what is meant by determinant. Is the 
determinant an effector, is it a binding site, is it functional, etc., ? 

Further, the claim is vague for reciting "which target requires binding of ligand to 
at least two determinants of said target to produce a biological response" because it is 
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not clear as to what determinants the applicant is referring to? Is the applicant referring 
to two different epitopes of the same antigen? Further, it is indefinite in the recitation of 
"biological response" because the claim, as written does not clearly specify the 
biological activity that is being referred to. 

In addition, the claim is confusing for reciting "said reporter comprising an rVab 

portion of an component of said rVab Pep wherein said rVab component of said 

rVab Pep because it is not clear as to if the "rVab portion" is the same as "rVab 

component". Further, is the "Pep" same as the peptide portion in "rVab Pep". If not, 
what is it the difference? If they are the same, please designate identical names to 
avoid any confusion. 

As mentioned earlier, claim 47 is drawn to "a reporter of binding of a 

ligand second determinant of said target". Does the applicant mean that the single 

chain polypeptide (as mentioned below) serves as a "reporter system" in determining 
the various determinants of the pharmaceutical target? Or is there a reporter system 
that has to be present to activate the synthesis of the claimed product? The applicant is 
required to clarify the invention. 

Due to the indefinite nature of the claims, the claims interpreted as any antibody 
conjugated to any peptide molecule wherein both the antibody and the peptide bind to 
the same target, wherein the peptide molecule is conjugated to either or both the amino 
terminus of VH region or the carboxv terminus of the CL region. 
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Claim Rejections - 35 USC § 102 

7. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

8. Claims 47, 48 and 50 are rejected under 35 U.S.C. 102(b) as being anticipated 
by Shin and Morrison (Proc. Natl. Acad Sci USA. 1990. 87:5322-5326). 

As mentioned earlier, due to the indefinite nature of the claims, the claims 
interpreted as any antibody conjugated to any peptide molecule wherein both the 
antibody and the peptide bind to the same target, wherein the peptide molecule is 
conjugated to the carboxy terminus of the CL region. 

Shin and Morrison teach the expression and characterization of an antibody 
binding specificity joined to insulin-like growth factor 1 and the potential applications of 
such chimeric molecules for cellular targteting (title, in particular). Shin and Morrison 
teach a chimeric molecules comprising lgG3-IGF1, wherein IGF1 is an insulin-like 
growth factor and lgG3 is the chimeric mouse-human anti-dansyl (anti-Dns) antibody 
(abstract, in particular). Shin and Morrison teach that the simultaneous binding by the 
antibody combining sire to the antigen on the surface of the tumor cell and by the 
hormone to the hormone receptor will increase the specificity of targeting (page 5325 
column 2, in particular). Shin and Morrison teach lgG3-IGF1 chimeric protein that retain 
their specificity for the antigen Dns and the IGF1 receptor on the same target cell. 
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Further Shin and Morrison teach that the IGF1 molecule can be conjugated to the C- 
terminus of the of the CL region (please see figure 2C, page 5324 in particular). 

Thus, since the claims are drawn to any antibody conjugated to any peptide 
molecule wherein both the antibody and the peptide bind to the same target and since 
Shin and Morrison teach a chimeric protein comprising lgG3-IGF1; wherein lgG3 
molecule is the anti-Dns antibody and IGF1 receptor is an insulin-like growth factor (a 7 
kDa molecule, which is less than 100 amino acids in length and can be categorized as a 
peptide) that retain their specificity for the antigen Dns and the IGF1 receptor on the 
same target cell, the teachings of Shin and Morrison read upon the claimed invention as 
interpreted. 

Therefore, Shi and Morrison anticipate the claimed invention. 

Claim Rejections - 35 USC § 103 

9. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

10. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 
USPQ459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 
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3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

11. Claims 47-50 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Shin and Morrison (Proc. Natl. Acad Sci USA. 1990. 87:5322-5326) in view of George et 
al (Journal of Immunology. 1994, 152:1802). 

Claims 47, 48 and 50 are described supra. Further, as mentioned earlier due to 
the indefinite nature of the claims, claim 49 is interpreted as any antibody conjugated to 
any peptide molecule wherein both the antibody and the peptide bind to the same 
target, wherein the peptide molecule is conjugated to the amino terminus of VH region. 

Shin and Morrison et al has been described supra. Shin and Morrison does not 
teach the conjugation of the peptide molecule to the N-terminus of the VH region of 
antibody. These deficiencies are made up for by George et al. 

George et al teach the construction of a single-chain Fv molecule with a myc- 
peptide tag at the N-terminal sequence of the Vh domain (please see figure 1, in 
particular), in addition to the binding of sFv-myc to TNP-coated cells (page 1805, 
column 2 in particular). George et al teach the sFv-myc bind specifically to cell 
surfaces and is recognized by the FITC-anti-myc peptide antibody, thus teaching that 
the binding affinity of the sFv to the antigen is not affected by the conjugation of small 
peptide sequences at the N-terminal portion of the Vh domain. 
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It would have been prima facie obvious to one of ordinary skill in the art at the 
time the claimed invention was made to produced an antibody conjugated to a peptide 
molecule, wherein the antibody and the peptide molecule bind to the same target as 
taught by Shin and Morrison and George et al. 

One of ordinary skill in the art would have been motivated and would have 
reasonable expectation of success to have used produced an antibody conjugated to a 
peptide molecule wherein both the antibody and the peptide bind to the same target, 
wherein the peptide molecule is conjugated to the carboxy terminus of the CL region as 
taught by Shin and Morrison, because Shin and Morrison teach the expression and 
characterization of an antibody binding specificity joined to insulin-like growth factor 1 
(IGF1) and the potential applications of such chimeric molecules for cellular targeting, in 
addition to teaching that the IGF1 molecule can be conjugated to the C-terminus of the 
of the CL region. 

In addition, one of ordinary skill in the art would have been motivated and would 
have had a reasonable expectation of success to have produced an antibody 
conjugated to a peptide as claimed because Shin and Morrison et al teach a chimeric 
molecules comprising lgG3-IGF1, wherein IGF1 is an insulin-like growth factor and lgG3 
is the chimeric mouse-human anti-dansyl (anti-Dns) antibody, and that the the 
simultaneous binding by the antibody combining sire to the antigen on the surface of the 
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tumor cell and by the hormone to the hormone receptor will increase the specificity of 
targeting. 

Moreover, one of ordinary skill in the art would have known to combine the 
teachings of Shin and Morrison and George et al because Shin and Morrison et al teach 
the conjugation of an insulin-like growth factor (a 7 kDa molecule, which is less than 100 
amino acids in length and can be categorized as a peptide) to the C-terminus of CL 
domain of lgG3 and George et al teach the construction of a single-chain Fv (sFv) 
molecule with a myc-peptide tag at the N-terminal sequence of the Vh domain, in 
addition to teaching that the sFv-myc bind specifically to cell surfaces and is recognized 
by the FITC-anti-myc peptide antibody, thus teaching that the binding affinity of the sFv 
to the antigen is not affected by the conjugation of small peptide sequences at the N- 
terminal portion of the Vh domain. 

Thus, due to the indefinite nature of the claims and as interpreted, the teachings 
of Shin and Morrison and George et al read upon the claims 47-50 wherein Shin and 
Morrison teach the conjugation of a peptide molecule to the C-terminus of the CL 
domain and George et al teach the conjugation of a peptide molecule to the N-terminus 
of the VH domain, in addition to the binding of the antibody molecules to their specific 
antigens (please see the references cited, entire articles) thus showing that the antigen 
binding affinity of the antibody molecule is not inhibited by the conjugation of the peptide 
molecule at either the N-terminus of the VH molecule or the C-terminus of the CL 
molecule. 
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Therefore, the invention as a whole, as interpreted, was prima facie obvious to 
one of ordinary skill in the art at the time the invention was made, as evidenced by the 
references. 

Conclusion 

12. No claims are allowed 

13. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Parithosh K. Tungaturthi whose telephone number is 
571-272-8789. The examiner can normally be reached on Monday through Friday from 
8:30 AM to 5:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Larry R. Helms, Ph.D. can be reached on (571) 272-0832. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

14. Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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Respectfully, 

Parithosh K. Tungaturthi, Ph.D. 
Ph: (571)272-8789 
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